X linked lymphoproliferative disease (XLP) is characterised by a selective immunodeficiency to the Epstein-Barr virus (EBV).' Primary EBV infection in male infants with the defective XLP gene leads to severe or fatal infectious mononucleosis (51%), acquired hypogammaglobulinaemia (31%), hyperimmunoglobulinaemia M (6%), aplastic anaemia (5%), and malignant lymphoma (26%).2 Recently, the XLP mutation has been mapped to the distal long arm of the X chromosome at Xq25-q26 using different polymorphic DNA markers.34 Moreover, in three XLP families different chromosomal deletions in Xq25 have been detected. 5 We report here on the prenatal diagnosis of XLP by multiplex polymerase chain reaction (multiplex PCR). XLP was diagnosed in a German family, in which more than two boys had died from overwhelming infectious mononucleosis (fig 1) . 6 When a 32 year old woman, who was an obligate carrier for XLP, became pregnant again, she and her husband requested prenatal diagnosis for XLP. Chorionic villus biopsy (CVS) was performed at 13 weeks of gestation. The fetus was found to be a 46,XY male by cytogenetic analysis.
Genomic DNA was prepared from whole blood of several family members as well as 2 III from CVS and then analysed by multiplex polymerase chain reaction (PCR) using simultaneously two polymorphic markers which flank the XLP gene locus proximally (DXS424, chromosomal map location Xq24-q25) and distally (HPRT, chromosomal map location Xq26. 1), respectively. The primer sequences flanking the DXS424 locus are 5'-CTAGTTGGAGGCTATGCAC-3' and 5'-GTTATCAGTGTCAAGACAATTC-3'.7
The sequences for the primers flanking the HPRT locus are 5'-ATGCCACAGATA-ATACACATCCCC-3' and 5'-CTCTCCA-GAATAGTTAGATGTAGG-3'. . . = . had received from the mother (III-8), who is an obligate carrier, the same alleles for DXS424 and HPRT as a son with the XLP phenotype who had died (IV-4). The probability of a recombination between the proximal marker DXS424 and XLP has been estimated to be approximately 01310 and between HPRT and XLP to be 0 06-0 1.4'°T herefore, the probability of double recombinations of both markers, which would result in a misdiagnosis, is less than 1%. Thus, the fetus carries the XLP mutation with a probability of . 99%. The parents were against continuing the pregnancy. with eczema, thrombocytopenia with small platelets, raised serum IgA, virtually intact immunity, a mild nephropathy, and normal life expectancy has been reported.89 Gutenberger et al8 reported the results of renal biopsies in three males from the same family.
A brief description of the family is given in table 1 and the figure. This family presented to the Genetics Clinic at Guy's Hospital when IV-2 was pregnant. The family was reported in 1932,'°and the proband was included in a later report. " l Ata et al'2 extended the pedigree and showed that there was no linkage between the condition and the ABO, Rh, MNSs, Duffy, and Xga blood groups. One affected male who has mesangioproliferative glomerulonephritis was started on dialysis and subsequently had a renal transplant.'3 The clinical picture is similar to the variant of WAS reported previously."9
The disease appeared to be uniform in the family; affected subjects have easy bruising from an early age and therefore clinically normal males with no history of a bleeding disorder were considered to be normal. A computer simulation of a linkage study showed it might be possible to confirm linkage to DXS255 with the subjects available.
The alleles were arbitrarily numbered 1 to 4 and the results were analysed by the LIPED computer program. The results (table 2) confirm that the condition in this family is linked to the DXS255 locus though the confidence limits for the recombination fraction are wide (0 = 0-0 18).'
This disorder maps to the same region as WAS suggesting that it may be allelic with the classical form of WAS. Altematively it 
